AUG. 31. 2004 3:53PM PABST PATENT GROUP 



NO. 1386 P. 7 



U.S.S.N. 10/012^02 
Piled: Decfiiuber 5, 2001 
AMENDMErO" UNDER 37 CF.R, 1312 

In the Claims 

1 . (previoiisly presented) A biphasic antiMstaimne composition in daily oral uni- 
dosage or divided dosage fonn which comprises: 

(a) a therapeutically effective amount of a sedating antihistamine to inhibit histamine release for 
a duration of about 4 to 12 hours, and 

(b) a therapeutically effective amount of non-sedating antihistamine to inhibit histamine release 
for a duration of 10 to 20 hours, with a delayed release 6 to 10 hours aft^ ingestion, 

wherein the delayed release portion is achieved by coating a core or granulations with at least 
one delayed release control polymer. 

2. (previously presented) The antihistamine composition dejQned in claim 1 wherein 
the sedating antihistamine is selected from the group consisting of brompheniramine, 
chlorpheniramine, debrompheniramine^ dexchlorpheniramine, caibinoxamine, clemastine, 
diphenhydramine, pyiilamine, tripelennamine, tripolidine, methdilazine, 
bromodipheiihydramine, promethazine, azatadine, cyproheptadine, diphenylpyraline, 
doxylamine, trimcprazine, phenindamine, ketotifen, hydroxyzine, tazifylline, temelastine, 
meclizine, acrivastuie, setastine, oxatomide, mequitazine, levocabastine, lodoxamide, AHR 

1 1325, phenindamine, azelastine, and ebastine, or a phamiaceutically acceptable salt thereof. 

3. (previously presented) The antihistamine composition defined in claim 1 wherein 
the non-sedating antihistamine is selected Scorn the group consisting of fexofenadine, loratadine. 
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descaiboethoxy loratadine) astemizole, norastemizole, desmethylastemizoley cetirizine, 
acrivastine, and temelastine, or a phaimaceutically acceptable salt thereof. 

4. (previously presented) The antihistamine composition defined in claim 1 wherein 
the sedating antthistamine has a duration of activity of about 6 to 1 0 hours. 

5. (previously presented) The antihistamine composition defined in claim 1 wherein 
the non-sedating antihistamme has a duration of activity of about 12 to 18 hours. 

6. (previously presented) The antihistamine composition defined in claim 1 wherein 
the sedating antihistamine is releasable immediately or up to 1 hour following administration. 

7. (previously presented) The antihistamine composition defined in claim 1 wherein 
the non-sedating antihistamine is releasable immediately or iq) to I hour following 
administration. 

8. (previously presented) The antihistamine composition defined in claim 1 which 
further comprises a ^erapeutically effective amount of at least one agent selected fiom the group 
consisting of an analgesic ^ent, an antitussive agent, an expectorant, an anti-inflammatory 
agent, an anti-pyretic agent and a decongestant. 

9. (previously presented) A method of inhibiting the release of histamine in a 
patient which comprises the step of administering to the patient, a therapeutically effective 
amount of the antihistamine conqsosition defined in claim 1 . 



0B93376 



PAGE 8/29'RCVDATSI31/20l)4 3:51:53 PM[&[StemDayiigMTiine]'SW^^^ 



AUG. 31. 2004 3:53PM PABST PATENT GROUP 



NO. 1386 P. 9 



U.S.S>3r. 10/012,202 
Piled: Deceniber 5, 2001 
AMENDMENT lJ]NrDER37 CJPJL 1J12 

1 0. (previously presented) The method of inhibiting the release of histamine defined 
in claim 9 wherein the antihistamine composition is administered during the evening or night and 
the sedating antihistamine is immediately released. 

1 1 , (previously presented) The method of inhibiting the release of histamine defined 
in claim 9 wherein the antihistamine composition is administered during the evening or ni^t and 
the non-sedating antihistamine is released the next day, 6 to 10 hours following administration. 

12. (previously presented) The method of inhibiting the release of histamine defined 
in claim 9 wherein &e patient suffers from allergic reaction, allergic rhinitis^ cold or flu. 

1 3 . (jpreviously presented) A biphasic antihistamine composition in daily oral uni- 
dosage or divided dosage form which comprises: 

(a) a therapeutically effective amount of a non-sedating antihistamine to inhibit histamine 
release for a duration of about 10 to 20 hours, and 

(b) a therapeutically effective amount of sedating antihistamine to itdiibit histamine release for a 
duration of 4 to 12 hours, with a delayed release^ 8 to 12 hours after ingestion. 

14, (previously presented) The antihistamine composition defined in claim 13 
wherein the non-sedating antihistamine is selected fix)m the groiip consisting of fexofenadine, 
loratadine, descarboethoxy loratadinej astemizole, norastemizole, desmethylastemizole, 
cetirizine, acrivastine, and temelastine, or apharmaceutically acceptable salt thereof 

15, (previously presented) The antihistamine composition defined in claim 13 
wherein the sedating antihistamine is selected &om the group consisting of brompheniramine, 
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chlotphemiamine, debromphemraimne, dexcMoipheniramine, carbinoxamine, clemastine, 
diphenhydiamiiiep pyrilamine. tripelennamine, tripolidine, methdilazine, 
bromodiphenhydramine, promefhazine, azatadine, cyproheptadine^ diphenylpyraline, 
doxylamiae, trimeprazine, phenindamine, ketotifen, hydroxyzine, tazifylline, temelastine^ 
meclizine, acriv^tine, setastine, oxatoznide, meqiutazine, levocabastine. lodoxamide^ AHR 
11325, phenindamine, azelastine, and ebastine, or a phannaceutically acceptable salt thereof. 

16. (previously presented) The antihistamine composition defined in claim 13 
wherein the non-sedating antihistamine has a duration of activity of about 12 to 18 hours. 

17. (previously presented) The antihistamine composition defined in claim 13 
wherein the sedating antihistamine has a duration of activity of about 6 to 10 houis. 

1 8. (previously jiresented) The antihistamine composition defined in claim 1 3 
wherein the non-sedating antihistamine is releasable inunediately or up to 1 hour following 
administration. 

1 9. (previously presented) The antihistamine composition defined in claim 13 which 
fiirther comprises at least one agent selected firom the group consisting of an analgesic ag«it, an 
antitussive agent, an expectorant, an anti-inflammatoty agent, an anti-pyretic agent and a 
decongestant. 

20. (previously presented) A method of inhibiting the release of histamine in a 
patient which comprises the step of admimstering to the patient, a therapeutically effective 
amount of the antihistamine composition defined in claim 13. 
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21 . (previously presented) The method of ixihibitixxg the release of histamine defined 
in claim 20 wherein the antihistamine composition is administered during the day and the non- 
sedating antihistamine is immediately released. 

22- (previously presented) The method of inhibiting the release of histamine defined 
in claim 20 wherein the antihistamine composition is administ^ed during the day and the 
sedating antihistamine is released in the evening or nighty 8 to 12 hours following administratioiL 

23- (previously presented) The method ofinWbiting the release of histamine defined 
in claim 20 wherein the patient suffers from allergic reaction, allergic rhinitis, cold or flu. 

24. (previously presented) The antihistamine composition defined in claim 1 wherein 
the delayed release portion is achieved by coating a core or granulations with at least one delayed 
release control polymer selected fix>m the group consisting of ethyl cellulose, cellulose acetate, 
cellulose acetate phthalate, hydroxypropyl methylcelluiose phthalate, polyvinyl acetate phthalate, 
acrylic acid polym^ and copolymers, polymers or copolymers of methacryhc acid, methyl 
acrylate, ethyl acrylate, methyl methacrylate, ethyl methacrylate, hydroxypropyl methylcelluiose 
acetate succinate, shellac, cellulose acetate trimellitate, vinyl acetate, azo polymers, pectin, 
chitosan, amylose, guar gum, and zein or combination thereof 

25. (previously presented) The antihistamine composition defined in claim 8 wherein 
the analgesic agent, antitussive agent, expectorant, anti-inflammatory agent or decongestant is in 
a sustained release form. 
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26. (currently amended) The antihisrtamine imposition defined in clam 

the sustained release effect is acbieved by formulating the analgesic agent, antitussive agent, 

expectorant, anti-inflammatory agent or decongestant with a sustained-release control polymer 

selected from the group consisting of methyl cellulose, ethyl cellulose, wax, gums, cellulose 

acetate, cellulose acetate phthalate, hydroxypropylmefhylcellulose sucdnat e phthalate. polyvinyl 

acetate phthalate, acrylic acid polymers and copolymers, polymers or copolymers of methacrylic 

acid, mefliyl acrylate, ethyl acrylate, methyl methacrylate, ethyl methacrylate, hydroxypropyl 

methylcelMose acetate succinate, shellac, cellulose acetate trimellitate, vinyl acetate and 

combination thereof 

• 27. (previously presented) The antihistamine composition defined in claim 13 
wherein the delayed release portion is achieved by coating a core or granulations with at least 
one delayed release control polymer selected from the group consisting of ethyl cellulose, , 
cellulose acetate, cellulose acetate phthalate, hydroxypropyl methylcellulose phthalate, polyvinyl 
acetate phthalate, acrylic acid polymers and copolymers, polymers or copolymers of methacryhc 
acid, methyl acrylate, ethyl acrylate, methjd methacrylate, ethyl methacrylate, hydroxypropyl 
methylcellulose acetate succinate, shellac, cellulose acetate trimellitate, vinyl acetate, azo 
polymers, pectin, ohitosan, amylose, guar gum, and zein or combination thereof. 

28. (previously presented) The antihistanime composition defined in claim 19 
wherein the analgesic agent, antitussive agent, expectorant, anti-inflammatory agent or 
decongestant is in an immediate release form or in a sustained release form. 
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29. (currenfly amended) The antihistaaune composition defined in claim 28 wherein 

the sxistained release effect is achieved by foimulating the analgesic agent, antitussive agent» 

expectorant, anti-inflammatory agent or decongestant with a sustained-release control polymer 

selected &om the group consisting of methyl cellulose, ethyl cellulose, wax, gums, cellulose 

acetate, cellulose acetate phthalate, hydroxypropylmethylcellulose sucoinato phthalate. polyvinyl 

acetate phthalate^ acrylic acid polym^s and copolymers, polymers or copolymers of methacrylic 

acid, methyl acrylate, ethyl acrylate, methyl meftacrylate, ethyl methacrylate, hydroxypropyl 

methylcellulose acetate succinate, shellac, cellulose acetate trimeUitate, vinyl acetate and 

combination thereof. 
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